Immunotoxic eŠects of heavy metals, as a typical environmental agent, and their mechanisms are reviewed based on ourˆndings on autoimmune response induced by exposure to cadmium (Cd) as CdCl 2 . Adverse immune eŠects of chemicals, deˆned as immunotoxicity, have been used as a sensitive biomarker for assessing health eŠects of environmental chemicals. My initial research focused on renal toxicity of heavy metals was developed to elucidate characteristics and mechanisms for immune-mediated nephritis induced by heavy metals. In our studies the most interestingˆnding was autoantibody production enhanced by the oral exposure to Cd at environmental levels. It was observed simultaneously with enhancement of non-speciˆc antibody production and suppression of primed-antigen speciˆc antibody production. Immunostimulation including induction of autoantibodies was found to be the primary immunotoxic eŠect of Cd, because of the dose-sensitivity, and to be associated with polyclonal B cell activation (PBA). Further mechanism studies on the PBA induced by Cd in vitro showed that it was mediated by T cells, via cytokines, dominantly Type-2 cytokines, and recognition of MHC-II antigens of cell surface. The similarity among PBAs induced by inorganic salts of Cd, mercury and lead suggests that it would be the common eŠect among the metals to be involved in their pathogenesis of nephritis. Finally possible health signiˆcance of chemical-induced PBA is discussed associated with an increasing trend of autoimmune diseases in industrialized countries.
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